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FULL PRESCRIBING INFORMATION

1INDICATIONS AND USAGE
Abiraterone acetate blets are indicated in combination with predrisone for the treament of patients

© Metastatic castration-resistant prosate cancer (CRPC).

2DOSAGE AND ADMINISTRATION
2.1 Recommended Dose for Metas tatic CRPC

‘The recommended dose of abiraterone acetate blets is 1,000 mg (four 250 mg tblets) orally once
daily with predisone 5 mg orally twice daily.

2.3 Important Adminis tration Ins tructions

Patients receiving abiraterone acetate @blets should also receive a gonadotopir-releasing hormone
(GiRH) analog concurrenly or should have had bilateral orchiectomy. Abiraterone acetate tablets must

anemply stomach, atleast one hour before or atleast two hours after a meal [see Clinical
Pharmacology (12.3)]. The tblets should be swallowed whole with water. Do not crush or chew
ablets

2.4 Dose Modification Guidelines in Hepatic Impairment and Hepatotoxicity
‘Hepatic lpairment

In patients with baseline moderate hepatic impairment (Child-
Pugh Class ), reduce te recommended doseof biatrone aceae 12 250

aily. In patients with moderate hepatic 4 bil the startof
e e At e peters i sirmerore s e e Ut Specfc |
Populations (8.6) and Clinical Pharmacology (12.3)l.

Do mt use abiraterone acetate blets in patients with baseline severe hepatic impairment (Child-Pugh
Class ©).

Hepatotoxicity

Forpatess who develop hepaooxicty during resmentwithabiraterons aceate ables (ALT andlor

AST greater th LN),

st e Isee s nd Precautors ) Tresment ey be resared atarediced dose o750
e daily following rewrn of liver function tests to the patienc’s baseline

v.han or Equak o2 S DN ol Wb oo o or caual 1o 15X ULN. For ptens o resus
0 weeks for three morths.

nd mortly heresfie
If hepatotosicity recurs at the dose of 750 mg once daily, re-treament may be restarted at a reduced
dose of 500 mg once daily following return of liver function tests to the patient’s baseline or to AST
and ALT less than or equal to 2.5X ULN and total bilirubin less than or equal to 15X ULN.
fbepauxiciy

atthe reduced dose of 500 mg once daily, discontinue treatment with abiraterone acetate tablets.
Penm\eﬂdy discontinue abiraterone acetate for patients who develop a concurrent elevation of ALT
sreater than 3 x ULN and oal bilrubin greater than2x ULN inthe absence of bilary obssucionor
other causes resporsible for the [see Warnings and P

25 Dose Modification Guidelines for Strong CYP3A4 Inducers

Avoid rong CYP3AG inducers h ifampin,rifabutin,
rifapentine, phenobarbital) during abiraterone acetate reatmers.

110 PO dcer st be <ol s e sierons st doig gy
o twice day only drig the co-sdniistaton perod (e, rom 1000 g oce aly 0 1000 m
owice a day). Reduce the dose back (o the previous dose and frequency, if the concomiant stos

VP3G ncr s dsconinsed e Do recins (1) o Gl Phrmacoiogs (125

3 DOSAGE FORMS AND STRENGTHS

Abiraterone acetate 250 mg tblets, USP are white (0 off-white, oval, biconvex uncoated blets.
Engraved "A250" onone side, "APO" on the other side.

4 CONTRAINDICATIONS

Nore,

5 WARNINGS AND PRECAUTIONS

5.1 Hypokalemia, Fluid Retention, and Cardiovascular Adverse Reactions due to
Mineralocorticoid Excess

Abiraterone acetate may cause hypertension, hypolaleria, and of d

weekfor the fi

levels resulting from

cypi7 Dl patients for hypertersion, hypokalemia, and fluid retention atleast once a monh.

Control hypertension and correct hypolalemia before and during treatment with abiraterone acetate.

Inthe mlmmed datafrom placebo-conolled wials using predisone 5 g wice dilyinconbinaion
e daily, grades 3-4 hypokalemia were detect

tarone e o 5ot paicns onthe lscebo am Grades 310 4 hypermmlunwara

observed in 2% of patients each 310 4 fluid retens

losely monitor
aiens whose unerlying medical condidonsmightbe

such

those with h norton disease,

e, QT Torsades de Poines have
cenobserved Inpatens who develop hypotalorda whil g biaterone acee
The safeyof airtronesceate Inpaerts with et venwicular ection raction <50%
or N S v OU-A
S0 on NVHA st 110 IV heart failre (N\COU AA 302)

has not been established because these patients w rials [see

5.2 Adrenocortical Insufficiency
Adrenal insufficiency occurred in 0.3% of 2230 patient taking abiraterone acetate and in 0.1% of 1763
patens akingplacebo | of the randomized, pl stdies.
s epored inpalns recelving hirsterone cetae ncombiraion ith
pﬂdmsnm fnllnwmg merrupton of daily serolds andor with concurren nfocton or sres
Mritor paients for sympioms and signs of adrenocortical msu[flc)emy partculary i paens ae
jons, or 5 Sympo
andsgts of atrenocortcal imaffciency mey be masled by ndvzrxe reacions socined
e. If clinically ed,
s S muificency
Corieoseroics may be dicaed before, duing an e nesi o [ Warnings and

b

w0 weeks for the following two monihs of treatment and monthly thereafter. If elevations in ALT andior AST greater than 5X upper limit of normal (ULN) or total bilirubin greater than 3X ULN accur in patienss with baseline moderate hepatic impairment, discontinue abiraterone



Precations (5.1).
53 Hepatotoxicity
Inposareig experence, e havebeenabiraeton et assocated seere epac oxicly,

g fulminant hepatis, acute iver failure and deaths [sce Adverse Reactions (5.2)
In the combined data o randomized clinical rials, grade 3 t0 4 ALT or AST increases (atleast 5X
UL were repored InG% o 2230 ptents whorecelved airaeron: acetate, ypicalyduring e st
3 morehs after stating reatment. Patients whose baseline ALT or AST were elevated were more lkely
o xpeience iver it levaton a hose beglorng withroral value. T
due 10 ALT and AST increases or abrormal hepatic function oceurred in 1.1% of 2230 patiens aking
abiraterone acetate. Inhese clinical tials, 10 deaths clearly relted 0 abiraterone acetate were
reported due 1o hepatotoxicity evers.
Measure serum ransaminases (ALT and AST) an bilirubin Levels prior (0 starting reatment with
abiraterone acetate, every two weeks for th firstthree morihs of weament and monily thereafter. In
paens with aselne et epaic impalmentreceiing areduced sbratrone st dose of 20
mg, measure ALT, A the start of reaumen, month,
ey ek for e olowig b o o weaterkomd bl reat.Prpiy messice
serumoial bilirubin, AST, and ALT if clinical symploms or signs suggesiive of hepatotoxicity
develop. Elevaiions of AST, ALT, or blirubin from the patiencs baseline should prompt more frequent
monitoring, If atany e AST or ALT rise above five imes e LN, or the bilirubinrises above three
times the ULN, b liver function.

Re-treatment with abiraterone acetate ata reduced dose level may ke place only after rewrn of liver
function tests o the patienc’s baseline or © AST and ALT less than or equal (o 2.5X ULN and total
bilirubin less than or equal 0 1.5X ULN [see Dosage and Administration (2.4)].

Permanendy discontinue abiraterone acetate tablets for patients who develop a concurrent elevarion of

ALT greater than3 x ULN and total XULN in he absence of
or other causes responsible for the (see Dosage
saley of stitarom scomts re-wesmarsof paiess o detelop AST or ALT gt hanor

120X UL i birabingretr o el 0 10X UL 1+

5.4 Increased Fractures and Mortality in Combination with Radium Ra 223 Dichloride
biraterone acetate pl
adium 223 dichloride outside of clinical tials.

e cliical effcacy and safety of corcurren initaion of abiraerone acetate pl
et eeiiscions ool s 353 dchloitewas sesensd i andomised,placebo-
1) in806 patents with mildy sympiomatc
e cancer with “The study was
lindependent Data Moritoring Commitee recommendaion
s i syt s idrces of s 26% o 1149 das (R 5%
5.5%) ha in patiens who acetts plus
patiens who in

k bi

acetate plus

5.5 Embryo-Fetal Toxicity
e safety and efficacy of abiraterone acetate have not been established in females. Based on animal
Evmdurhve sties s mecharismaf acion siraroneaceatecancause feal armandlossof

ncy
iraerone ateite 1o pregron ras during argamgﬂ\esls avemtadverss dzve\npn!ml effects at
(AU

dvise mles it ferale Dam\ers o eproducive porenia o s affecive cemc»pnondunm
it biratrone aceaie and for 3 weels lter th st dose of abraterone aceut see Use in

pecific Populaions ( I

ccom presmnt [ How Suppled Storge and Handng (16 ]

6 ADVERSE REACTIONS
‘The following are discussed inmore detail in other sections of the labeling:
« Hypolalemio, Fluid Retertion, and Cardiovascular Adverse Reaciions due to Mineralocorticoid
Excess [see Warnings and Precauions (5.)]

Insufficiency [see 21
© Hepatotoxicity [see Warnings and Precauions (5.3)].
o d Fractures and Morality in C: Radium Ra 223 Dichloride [see Warnings and

Precautions (5.4).

6.1 Cli

I Trial Experience

wials are conducted conditions, adverse reaction rates observed
inthe clinical rials of a drug cammot be directly compared to rates in the clinical trials of another drug.
and may not reflect the rates observed in clinical practice.
Two randomized placebo-controlled, multicenter clirical trials (COU-AA-301 and COU-AA-

302) emvolled patienss who had metastatic CRPC in which abiraterone acetate was administered orally at
o o LODO g dlly I combiomion it prelsone §mg i dally e sctve et s
Placebo plus predrisone 5 mg twice daily was given o patients on the control arm. Another randomized
Dlacebocantaed, mbicomer chiica vl eoled pens who Jad st ndicaton n which
abiraterone acetate tablets was administered in combination wil
adniitred i pates inthe conolarm Addionlly, wo oter i, pla(ebn-:nrlmlled

230 patiens inthe
oo mzed cophotod s corstae e bsis fort «a-« presened m the. Wammgs and Precautions,
Grade 100 4 adverse reactions, a Iaboratorysbrormalies. nall wils, a goradotropn-
releasing hormone (GrRH) analog or vnnr archiectomy s reqired inboth a

Inthe pooled da, 11 monihs (0.1, 43
paterss and 7.2 morihs (0.1,43) for placebo-teated patiens. The most common adverse reactions
(210%) that occurred more commonly (>2%) i he abiraterone acetate arm were fatigue, arthralgia,

hypertension, nausea, edems, hypokalemia, hot flush, diarrhea, vomiting, upper respiratory infection,

h
(22%) in the abiraterone aceate arm were anemia, uevaxmamnm ® phosphaase hypertiglyceridemia,
enia, hypercholesterolemia, hyperglycemia
e reportedfor S3% of paens indhe o st wmond 36% o5 pauems inihe pacebn arm.
Treatmen disconinuation was reported in 14% of patierts in the abiraterone acetate arm and 13% of
paiens inihe placebo arm The evenss
abiraterone acetate and predrisone were hepatotoxicity and cardiac disorders.
Deaths associated with treatmen-emergent adverse events were reporied for 7.5% of patiens inthe
bisterone aceste amand 8% of patent n e plcebo e, Of e paees It blrsterone scests
am the most of deatr vasdisesse th
e ncluded presans, o resphratory et doth (o s nermton,
Sereralphysical health detrioraton
Following
COU-AA-201 erolled 1195 patess with sstatc CRPC who hadreceived prio doceasel
chemotherapy. Patients were not eligible if AST andior ALT 22.5X ULN in the absence of liver
easases. Paions wih lver moiasiscs were excluded if AST andor ALT 55X ULN

Table 1 shows adverse reactions on the abiraterone acetate armin COU-AA-301 that accurred with a
2% absolute increase in frequency compared to placebo or were events of special interest. The
treaument with ab acetate was B months.

Table 1: Adverse Reactions due to Abiraterone Acetate in COU-AA-301
‘Abiraterone Acetate Placebo with
Prednisone Prednisone
1) 4)
All Grades' | Grade 3-4_|All Grades [Grade 3.4
[Adverse reaction % % % %
[Musculoskeletal and connective tissue
isorders
30 a2 3 a
fuscle discomfor® 2 30 3 23
fema’ 27 ) 18 [
ascular disorders.
ot flush 19 03 7 03
pertension 85 13 69 03
iarrhea ] 06 13 3
spepsia 6.1 [ 33 [
Infections and infes tati
rinary ract infection 12 21 05
) pper respiratory tract infection 54 o 0
espiratory, thoracic and medias tinal
isorders
ough 1 [ 76 [
] nary disorders
rinary frequen; 72 03 51 03
ocuria 62 [ a1 [
Injury, poisoning and procedural
ractures> 59 4 23 [
ardiac disorders
rehythmia® 72 11 a6 10
hest painor 38 05 28 0
ardiac failure® 23 L9 10 03

TAdverse events graded according to CTCAE version 3.0.
Zincludes terms Arthrits, Arthralgia, Joint swelling, and Joint stiffness.

Sincludes terms 3 pain, Myalgia, discomfort, and
Musculoskeleta sifress.

“Includes terms Edems, Edema peripheral, Piting edema, and Generalized eder,

Stncludes all fractures with the exkepuunul pamulogmdl fracture.

Sincludes terms Arthythmia, T dia, Arial fibril Auial
tachycardia, Venicular xachycarma, Al fluer, Bradycardin, Auioventiculn bock mlw!ue,
tion disorder, and Brddyarm thi

Inc Myoc:
cceuntam more o contonty nthe placm ot e sero scen. arm(l 3% vs. 1.1%
respectively).

“lmlude( ferms Crci flure,
shock, Ci

diac failure congestive, Left venricular dysfunction, Cardiogenic
nd

‘Table 2 shows laboratory abnorlities of interest from COU-AA-301.

Frable 2 Laboratary Abmormaliies of Tterestn COU-
A0t
Abiaterone p
Acerate ity | Blceba itk
Pred:lsol» (N=394)
A
Laboratory [ GradesfGrade 34| A1 T Grade
Abnormality %) (%) )[4 09)
[
g AST is
pokalemia 10
50
LT 05
g Toul Biirbin| . [
prior

RPC who s
chemotherspy. Faterss were neigbe If AST sodor ALT 325X ULN ard patens wee excldedf
they had liver metastase:

Table 3 shows adverse tecions onhe sirtroneaceate st COU-AA; 202 hitoccured n25%
of parients with a 22% absolute increase
it Ao sttt withpredsone wis 138 monthe

Table 3: Adverse Reactions in 25% of Patients on the Abiraterone Acetate Arm in COU-AA-302]
Abiraterone Acetate with Prednisone [Placebo with Prednisone
N=542) 0)

AGrades' | Grade3:4 | AlGrades | Grade 54
Adverse reaciion % % T % T =
aigue T ) 2 [ = [ i
dema” | 25 | 04 | TR B
urexia |- o6 [ 59 1 02

sue disorders

) 30 [ 5 T 30
Groinpain s [ os [ a1 1 o7
Comupation T F1) o T 1w [ o

Diarrhea | 2 [ 09 [T 8 T oo




Dyspepsia | u o0 | s0 | oz
Vascular disorders
ilusi T ) o T w [ o
ypertersion [ 2 50 1 5 1 30
Respiratory, thoracic and i
1% o | w [ o
I 12 e | 56 1 oo
T ia [ T 0 T o
I 15 o0 [ 51 [ oo
Fal 1 59 [ 00 | IR B
[nfections and nfestat
[Upper respiratory wact infecion] 5} o0 | 0 [ o0
1 m o0 T s T 00
Tand urinary disorders
Hemauria 0 5 T 56 T o
G ssue diorders
Rash 1 o T 37 ] o

1Adverse events graded according o CTCAE version3.0.
Zincludes terms Edema peripheral, Pitting edems, and Generalized edem.
3includes terms Arthrits, Arthralgia, Joint swelling, and Joint stiffness.

Table 4 shows laboratory abnormalites that occurred in greater than 15% of patiens, and more
frequently (>5%) n he abiraterone acetate arm compared t placebo in COU-AA-302.

fTable 4: Laboratory Abnormalities in >15% of Patients in the Abiraterone Acetate Arm of COU-
AA-302
‘Abiraterone Acetate with Prednisone | Placebo with Prednisone
N=542) (N=540)
Laboratory Abnormalit Grade 1-4% Grade 3-4% | Grade 1-4% | Grade 3-4%
lHematology
Lymphoperia £ 87 2 74
(Chemisuy
Hyperglycemia® 5
High ALT 1
High AST 1
4
Hypokalenia 8

1Based on non-fasting blood draws.

Cardiovascular Adverse Reactions

Inthe randomized, )
commorly inpatent on e abraerane acewte a1 compared o paens on m,.mhn am @26

versus 09%). Grade 310 4 cadicfllure accurred n 1 3% o patens ling abrsteron scete e
reatment discontinuations and 4 deaths. Grade 3 to 4 cardiac failure occurred in0.2% of

patiens king placebo. There were no e dscommuon v s e 13 ot Gl

inthe placebo group.

Inthe sam: conbined dat, he majority o o{arrhylhm:as were grade 1or 2. There was
inthe abiraterone acetate arms

and five deaths inthe p\mhn arms. n.m wm 70 3%) deahs due o cardorespiraory

arrestin the abiraterone aceate arms a 9%) deaths in the placebo arms. Myocardial ischemia

or myocardial infarcion e doan e i pacab s a3 deah b sbiterone

6.2 Postmarketing Experience
“The following additional adverse reactions have been dersified during post approval use of
abiratrone acett with prednsone. Because these reactionsare mwneavelumanly :mmawpmauuu

relationship to drug exposure.
Respiratory, Thoracic and Mediastinal Disorders: non-infectious preumoniti.

onnective Tissue including
Hepatoblry Disoders: flminant hepttis, nluding scue hepatic flure ad deat
qr Torsades de Pointes who developed

7 DRUG INTERACTIONS

7.1 Drugs that Inhibit or Induce CYP3A4 Enzymes
Based onin vitro data, abiraterone acetate is a substrate of CYP3A4,

YPOAS inducer, ecresed
exposure of abiraterone by 55%. Avoid (nl\(nmwlsmmg CoriAsers during abir:
et meamen: 1 3 srone CYPAN nducer mistbe co-sdmimstercd ncress fhe sbiraerone aceate
dosing frequency [see 5)and Clinical 2.3)]

mhibitor of CYP3A4,
had o clinically meaningful effectonthe pharmﬂ(nkm!ucs e et it Pharmncnlogy
a23)].

7.2 Effects of Abiraterone on Drug Metabolizing Enzymes

Abiraterone acetate is an inhibitor of the hepatic drug-metabolizing enzymes CYP2D6 and CYP2C8. Ina
© drug-di the Cyygy and AUC of were

increased 2.8- and 29-fold,respectively, when dextromethorphan was given with abiraterone acetate
1000 mg dally and redrsone 5 ticedatly. Avoidco-adminsratonof sbirarone scete vl

substrates of CYP2D6 with a mrrow therapeutc index (e.5., f alternative treatments
annot be used, corsider a dose reduction of the concomitart CYP2D6 substrate drug [sce Clinical

Pharmacology (123

Ina CYP2C8 drug-drug Auc e

subsrate) was increased by 46% wn...pmgu.mm s given g wllh e doe o 1,000 s

abiraterone acetate. Therefore si

VAR it 5 o hrapeute e ke concomty wih s aeron st e

Clinical Pharmacology (123)).

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Risk Summary
‘The safety and efficacy of abiraterone acetate have not been established in females. Based on findings

fromanimal studies and the mechanism of action, abiraterone acetate can cause fetal harm and potential
loss of pregnancy.

abiraterone aceta Inarimal reproduction
sudies, oral admnisaionof biraeron accae o prcaant ot drin organogencais cauned adverse
developmenial ly 2 0.03 times the Yau
the recommended dose (see Dali)

Daa

Animal Data

Inan embryo-fetal developmental txicity study in rats, abiraterone acetate caused developmertal
oxicity when administered at oral doses of 10, 30 or 100 mg/kg/day throughout the period of
organogenesis (gestational days 6 to 17). Findings included embryo-fetal lethality (increased post
iplataionloss ar esorpons anddeceased mber of livefeuses), el developrenal delay
(skeletal 210 my/kg/day, decreased
el anrendl dsnce 230 mg/kg/day, P hndy\vmgm 21100 mafkidoy. Doses

0 gy caused el iy The doses tsied in s eslled nsysimic exposures (AUC)
ooy 00501 0.3 e respecivel, e AUC

8.2 Lactation
sk Summary

‘The safety and efficacy of abiraterone acetate have not been established in femles. There is o

information available on the presence of abiraterone acetate in human milk, or on the effects on the

breastfed child or milk production.

8.3 Females and Males of Reproductive Potential

Contraception

Males

Based on finings in sl reproductonstudesand s mecharismof action, advie nsles ith ferle
ecls after

e o dose of biaterbne aceate [see Use nSpecie Populatons (1)
Inferility

Based on animal studies, abiraterone acetate may impair reproductive function and ferility in males of
reproductive potential [see Nonclinical Toxicology (13.1)]-

8.4 Pediatric Use

Safety f abiraterone acetate inp » have

8.5 Geriatric Use

Of the total mmber of raterone aceta ials, 70%
patients were 65 years and over and. 2 S Sears and over No uvznll iterences msalzly or
effectiveness beacentse elery pa Other reported

Clinical experionce has ot idenfied differences I esponses betweeh he lderly and younger
palnts, bt greser sersiviy of some older ndvihals amtbe rled ou

8.6 Patients with Hepatic Impairment
f abiracron: were with

(N=8) hepatic h Class A and B, 1y) and in8

with normal hepatic foncion Thesyﬁ(emrexvosur AUC)of abrsroe afe a singl oral 1000 g

dose of abiraterone acetate increased by approximately 1.1-fold and 3.6-fold in subjects

‘moderate baseline hepaiic impairmen, respectively compared to sub]t(s with normal heparic Taion

Inanother irial, f abiraterone Insubjects withbselne severe
(N=8) hepatic impairment (Child-Pugh Class C) and in8 healthy control subjects with normal hepatic
fancion The sysemsc exposure (ALIC)of bitaterone nreased by appraimiely 7-fold ard fhe
ractiono free dru increased 2-fold n subjecs with sevore baseline hepatic impairment conpared o
subjects with normal hepatic function.
No dosage adjustment is necessary for patients with baseline mild hepatic
impairment. In patiens with baseline moderate hepatic impairment (Child-
Pugh Class B),reduce the recommended dose of abiraterone acetate (0 250
g once daiy: Do ot use biraerone

e in patierss with baseline severe hepatic impairmen (Chi
Pugh Clse C. 1 elvations in ALT or AST -5X uLN mmn blllmhm>3)( ULN occur in patiens
with baseline moderate hepatic impairmen, discontinue abiral
Scett weatmen [sce Dosage and admintation (24 and Cinical Pharmacology (12371

‘or patients who develop hepammxlcuv during treatmen, inerruption of treatme

B4 dosage adjustment may red [ce Desage and Adminisaton (2.4) Warnings and Precauons
{59 and Clical Pharmacology (1291

8.7 Patients with Renal Impairment
No dosage adjustment is y for patierss with renal linical 3.

10 OVERDOSAGE
Human experience of overdose with abiraterane acetate s limited.

There is o specific antidote. Inthe evend of an overdose, stop abiraterone acetate, undertake general
supportive measures, including monitoring for arrhythmias and cardiac failure and assess liver function.

11 DESCRIPTION

Abiraterone acetate, USP the active ingredient of abiraterone acetate tblets, USP is the acetyl ester of
hiraerone. Abraerone 1san|nh| torof CYPL? (17ehydvoxylaseC17.20-lyase). ach biraterone
acetate tablet, USP c: iraeroneaceate, USP. Airarone aceate, USP isdeslgnaed
Chemically o0 Gy 17- (3-pyndm)l) ettt dien-3-yl acetate and ts sructure

Abiraterone acetate, USP is a white to off-white. non-hyaroscoic, crstlline powder. Iis molecular



formula s CygHa:NO3 and it has a moleculr weightof 39155 il Abiraterone acette, USP is a
Hipophiic compoun wit anociunol waer pardioncoeiiien of 513 (Log ) ond s praciclly
melube i waer The P of the aromaic msogen s .15,

Abiraterone aceate blets are available in 250 mg uncoated tablets with the following inactive
crospovids '

sodiumlauryl sulfat.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
Abiraterone acetate inhibitor, that inhibits

17 a-hydroxylase/C17,20-lyase (CYP17). Thncruym:vs expressed in esticular, adrenal, and prosatic
twmor tissues and is required for androgen biosynihesis.

CYP17 catalyzes two sequential reactions: 1) the conversion of pregnenolone and progesterone to their

y activity a
dehydroepiandrosterone (DHEA) and androstenedione, respeciively, by C17, 20 Iyase activity. DHEA
and androstenedione are androgens and are precursors of estosterone. Inhibition of CYP17 by

the odrenuls [see Warnings and

Precautions (5.1).
Androgensersiive prostatc carinom responds o et hat decreses acrogen evel. Androgen
deprivation therapies, such as treatment with GnRH agonists or orchiectomy, d irogen

5 but do acrensls or nthe
Abiraterone acetate decreased serum testosterone and other androgens in patients inthe placebo-
comolled clrical il s ot ecessary o monortheefectof b acetate on serum
testo
Charges inserum prostate specific antigen (PSA) levels may be observed but have not been shown o
correlate with clinical benefit in individual patiens.

12.2 Pharmacodynamics
rdiac Electrophysiology.
Ina muli-center, open-label, single-arm trial, 33 patiens with metastatic CRPC received abiraterone
et rallyat dose f 1000 mg e dailyaleast  ourbefoe o 2 hoursafe sl in
with prednisone 5 mg orally twice daily. Assessmens up to
Targe Changes inhe QT mervl (620 ) from baslre, However ol v i Qre
interval (ie., <10 ms) due to abiraterone acetate camot be excluded due o study design limitations.

12.3 Pharmacokinetics

Following administration of abiraterone acetate, the pharmacokineics of abiraterane and abiraterol
scetts bave been i nbeally sujecs and i ptens with netastatic CRPC. 1 vivo, abiratrone
scett s comerid 10 abiragron. Incliiclstudes, siratrone scetateplsma concentaons were

below detciabe evels (<02 L) in 99% of the arlyzed sarple:

Following oral administration of abiraterone acetate to patiens with metastatic CRPC, the median e to
reach bi concenations is 2 h birat bserved at

steady-state, with a 2-fold higher exposure (steady-state le 1,000 mg dose of

abiraterone acetate.

Atthe dose of 1,000 g daily in patients with metastatic CRPC, steady-state values (mean £ SD) of

Conay Were 226 + 178 ng/ml. and of AUC were 993 + 639 ng.h/miL.. No major deviation from dose

proportionality was observed inthe dose range of 250 mg (o 1,000 mg. However, the exposure was ot

significanly inceased whenthe dose vas doubed rom 1,000 t0 2000 mg (5% icrese n the mean
o).

Systemic exposreof abirseroe I ncressd whensbiraerons st s adriisteed wih 00d. I
ealthy subjects abiraterone Cpay and AUCy . were approximtely 7- and 5-fold higher, respectively,
whenasmglz dose of abirateronsaceite was adminisered witha ow-fo el (7% . 300 colories)
and approximately 17- and 10-fold higher, respectively, whena single dose of abiraterone acetate was
Samsiered witha high {a (57% o, 825 Calries) eal compared 10 oveight (asing, Abiaerone
'AUCo-x was approimtely 7-fold o 1.6-fold higher,respectively, whena single dose of abiraterone
acetate was admiristered 2 hours after or 1 hour before a medium fat meal (25% fat, 491 calories)
compared o overight fasting.
Systenic exposures o abirterone inpaens wih netsaic CREC, afer repatd dosing of
abiraterone acetate were similar when abiraterone acetate was taken with low-fat meals for 7 days and
incressed spproxiately 2 0ld when e wih gt s fo 7 dysconpared o when et
least 2 hours after a meal and at least 1 hour before a meal for 7.
Giventhe pormal vraonin e conentand conpostionof e ..,w one

et with el hs the poteial 10 resut i ncreased and ighly varable exposares. Therefore,
iraerone aceate must b aken o a1y somach,a east e hout before o1 at east w0 hours
after ameal. The wblets should be with waer [see

Abiraterore is <id,
slycoproten. The apparent steady-stte Mool diswibulon(néans SD)Is 19,669 ¢ st
raterone acetate are mot

Subsates of P-glycoprotein (b-gf)and ht abiraterons aceate 1 anihibiter of P-gp
Metabolism
Following oral adminisiration of *C-abiraterone acetate as capsules, abiraterone acetate is hydrolyzed
o abiraterone (active metabolite). The conversionis likely through esterase actvity (the esterases have
votbeenidenifed) and s ot CYP medintd. The two maincirulaing meaballes o ablaeroe in

[ (nactve), which
o for s 435 of exposure each. O PA st SULTIAT s e enzymes imolved in
Tormaton of N-oxide sbiraerone sulphaieand SULT2AL is involved in he ormadon of abiraterone

sulphate

Excretion

Ingatens wit mecsatc CRIC, the meantermiel lf-life o biratrone inplase e £ SD) s 12

25h ‘oral administration of 4C-abiraterone acetate, approximately 8%

radlua(uve Gose i ecovered i feces aypruv(lnﬂlzly 5% inurine. The major (umpnum‘ls resenin
hanged ab acetate and 22%

imeren oy respectively).

‘Batients with Hepatic Inpairment,

“The pharmacokinetics of abiraterone was examined in subjects with baseline mild (N=8) or moderate
(N=8) hepatic impairment (Child-Pugh Class A and B, respectively) and in8 healthy control subjects
i rorms hepatic fucdon,Sysemic exposure o abrarone afe asngle oal 1000 g dos given
uderfsting coniios incsased apoximly11-fold and 36-fold insubjects i
moderate baseline hepatic The
approsimitely 13 hours i subjects i htpanc impairment and to appmxmmelv o
jects with moderate hepatic impairmer.

Inanother wial, f abiraterone bjects with baseline severe
(NoB) hepatc impalment (CHG-Pugh Class C)and in healthy conrol subjecs with normel hepatc
functon The sysemic exposure (AUC) ofabiratrone inreased by approximtely 7-{old nsubjecs
with severe baseline hepatic with normal hepaic f
\e mean protein binding was found (o be lower in the severe hepatic impairment group cumpared 0 the
normal hepatic function group, which resulted ina two-fold increase inthe fraction of free drug in
115 with severe hepatic impairment [see Dosage and Adminisiration (2.4) and Use in Specific

Populations (3.6).

Patients with Reral Impairmen;

The {abiaterone were din paiens with end-sge real disease ESRD) on
2sibe bemodil subjects

SRD caon ot e i single 1,000 mg abiraterone acetate it glven o
condiions 1 hourafe dalsis, and savplcs or pharmacokinetic amlsis were Coleced up o 90
hours post dose. Systemic exposure 1o abiraterone after a single oral 1,000 mg dose did not increase in
Subjects with nd-siage renal isease ondilysi, compared 1 subjects with e real fancion sec
Use in Specific Populations (3.7)].

Drug Ineractions.

In viro studies with hurman hepatic microsomes showed that biraterone has the potential o inhibit
CYPIA2, CYP2D6, CYP2CH and t0 a lesser extent CYP2C9, CYP2C19 and CYPIA4SS,

Inanin the C a1 AUC of P2D6 substrate)
ere increased .- and 29-Tol,espectively hendestomethorphan 30 ws gvenih
abiraterone acetate 1,000 mg daily (plus pmamwm 5 g wicedally).The AUC lm dexiorphan, he
active mewbolite of 1y 1.3 fold [see Dru

Ina clinical study to determine the effects of abiraterone acetate mao g daily (plus predaisone 5 mg,
daily) ona single 100 mg dose of the CYPIA2 substrate theophylline, no increase in systemic
exposure of theophylline was observed.

Abiraterone is a substrate of CYP3A4, in viro. Ina (Ilmnl pharmacokinetic interaction study of healmy
subjects p astrong CYP3, . 600 mg daily fo

ingle dose of abiraterone aceate 1,000 g, he mean plasta AUC o airaterone was e oy
55% [see Drug Ineractions (7.1)]

Ina separate clinical
ketocanszole, a strong inhibitor of CYP3AA, had no cliically meaningful effecton the
pharmacokinetics of abiraterone [see Drug Interactions (7.1 }

Ina CYP2CS drug-drug was increased by
46% when piogliazont was given together with  sirgle Sove 1000 g abiraterone acette fsce

Drug Interacions (7.2)].

In vitro, abiraterone and its major metabolites were shown ( inhibit the hepaiic uptake transporter
OATPIBL. There are o clinical data available to confirm transporter based interaction,

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, and Impairment of Fertility
A two-year carcinogenicity study was conducted
i rats atoral abiraterone acetate doses of 5, 15, and 50 mg/kg/day
for males and 15, 50, and 150 mg/kg/day for females

biraterone acetate increased the combined incidence of intersttal cell adenomss and carcinomas in the testes at all dose levels tested. This finding
is considered to be related to the pharmacological actvity of abiraterone. Rats are regarded
as more sensidive than humars to developing interstital cell umors in the testes. Abiraterone acetate

was ot carcinogenic in female rats at exposure levels up to 0.8 times the human clinical exposure
based on AUC. Abiraterore acetate was ot carcinogenic ina 6-month study in the ransgenic
(Tg.rasH2) mouse.
Abiraterone aceate and abiraterone was not mutagenic in an in

inanin assay using primary human

assay. Inrepeat-dose inmale rats (13-

and 26-weeks) and monkeys (39-
weels), atrophy reproductive atzs0
mg/kg/day in ats and 2250 mgkg/day in morkeys

and were comisten with he andandrogeic pharmucologicl sciiy ofshiraterore. These efects

were abserved in ais at systermic exposures similar to humans and in

approximately 0.6 times the AUC in hum

s lemhly study inmale rat f the sperm
decreased fertlity i d for 4 weeks

ey ymine oraly:. Maing of unctedfemules withmaes ht received 30 ng/kg’day oral

abirarone aette corpora lutea, impl nd live embryos and an

Eff le rats were reversible after 16 weeks from

f

e rtron: st amitsasmon,

Ina ferdlity study in female rats, animals dosed orally for 2 weeks unil day 7 of pregnancy at 230

‘mg/kg/day had an increased incidence of irregular or extended estrous cycles and pre-

implantion oss (00 mg/kg/day) There were o difernces inting,

ferlity, and it paraeters infenle ats it receved abiraterone cetate. Effectsonfemale
e e st s el o e ot st e s

The dose of 30 mg/gday It s aproximely 0.3 nes e recommended dose of 1,000

ng/dny based on budy surfacy

13-a and
e s nrturred i ah)ralerom acetate at aDPruxumely o el e urnclncal

male and female r!pmdutnve e s s e,k (o oy, ond ol mmry
glands. The chang are nd
Sctiity of abratrone sceie.

13.2 Animal Toxicology and/or Pharmacology
A dos-depeniet s nctrcs s observed s fes dlyorl dbitcrone
e sl
upasmmsedm-wc; 335wk ey Sy oy e et
o A were abeerved o HGher doses 2 s grese tan e il
posure bsed on AUO)

14 CLINICAL STUDIES

The eficacy a safetyof shiraterne aceate withpedrisone ws established inrandomizd placebo-
on rationa clincal stdies. Al paens inthese sues received a GIRH araio ot had
prior ibmera oo my. Patients with prior ketocomazole treamen for prostate cancer and a history
of adrenal gland or pitiary disorders were excluded from these trials. Concurrentuse of

spironolactone was not allowed during the study period.

ith i who
InCOU-AA-301 (NCTO0G38690). ol a[ 1195 patens were andonized 21 10 receve ither
abiraterone acetate orally ata dose of 1 ly in conbination with predsisone 5 mg orally

iceday N-7o7 ot oo ance daly s prediso 5 ool iy (=308 Pasens
o cither armwere o coniue reameneunldsease progession defned . 25%

increase in PSA over the parent

progression and symptomatic o (hmcﬁ\ progression), initiation of new treatment, unacceptable toxic

or withdraval




The folowingpuen demmgraphics and bseine isase chracterisics wereblaced between e
‘median age was 69 years (range 39 o 95) and the racial distribution was 9.
Caucasian 36% Biack 17%. ‘st and 1% Oter: Eighy e pescentofpaens evolled odan
ECOG performance sats score of 0-1 and 45% had a Brief Pain Invemory-Short Formscore of 24
(gatents repored worst Sainover he previous 24 hous), Nicy percnt of paens hd eastses n
0% hdisceral inohenen. Seven percent paens i radographccviden
diense 30% had PSA- pa
received ome cytotoxic chemotherapy \tgm!nam 30% received two regimers,

The protocol pre-specified ducted after 552 deaths and showed il
Sarivl 05

reinisone compared o patens nhe placebo it pecrisane arm (Table 7and Figure 1) e updated

Survivalanlyels was comucied when 775 deaths (97% ofth planed mber of deaths for el

s were observed: Resuls with those from the

(Table 7).

Table 7: Overall Survival of Patients Treated with Either Abiraterone Acetate or Placebo in

Combination with Prednisone in COU-AA-301 (Intent-to-Treat Analysis)

[Rbiraterone Acetate with Prednisone [Placebo with Preduisone
v-797) (=398)
Primary Sunl Anss
s 06 Tam) :
e e 128 (14, 159) 109 (10.2.120)
prvalue 00001
Hazard ratio (95% CI)” 0.646 (0.543, 0.768)
ival Analysis
Deats (%) ENGE | 2T

Median survival (months) (95% CI)| 158 (14.8, 17.0) 11.2(104, 13.1)

Hazard ratio (95% CI)” 0740 (0.638, 0.859)

! palue i derived froma log-rank st sratifed by ECOG performance siausscore (0-1 . 2, pan
entvs. presen), number of prior chemotherapy regimens (1 vs. 2), and type of disease

Progression (PSA oy v. radiographic)

* Hasard Ratio i derived from  sraified proportonal haards model, Hasard o <1 favors

abiraterone acetate with predrist

Figure 1: Kaplan-Meier Overall Survival Curves in COU-AA-301 (Intent-to-Treat Analysis)

=

ith y

chemotherapy
InCOU-AA-302 (NCT0DBB7198), 1088 patients were randomized 1:1 1o receive either abiraterone
acetate orally ata dose of 1,000 mg once daily (N=546) or Placebo orally once daily (N=542). Both
were given concomitant prednisone 5 mg twice daily. Patients continued treatment uni

radiographic or clinical (cytotoxic chemotherapy, radiation or surgical treament for cancer, pain
lequmrgcmomr opioids, or ECOG px s decline 10 3 or

Witidrawal. Patienss Severe pain, opiate se for cancer pain,
or visceral organ metastases were exclude

Patient demographics were balanced between the reament arms. The median age was 70 years. The
racial distribution of patenss treated with abiraterone acetate was 95% Caucasian, 2.8% Black, 0.7%
Asian and 1.1% Other. The ECOG performance staus was 0 for 76% of patiens, and 1 for 24% of
tiens. Co-primary efficacy endpoints were overall survival and radiographic progression-free
survival (1PFS). Baseline pain assessment was 0-1 (asymptomic) in 66% of patiets and 2t 3 (mildly
symplomaic) in 26% of patiens as defined by the Brief Pain Invercory-Short Form (worst painover the
last24 hours).
Radiographic progression-free survival was assessed with the use of sequental imaging studies and
was defined by bore scan denification of 2 or more new bone lesions with confirmaton (Prosiate
Cancer Working Group 2 citeria) and/or modified Response Evaluation Criteria In Solid Tumors
RECIST) e or progressonol sof ssue leso. Aalysis of PFS uilzed cenllyeviewed
radiographic assessment of progressi
“The plamed final aralysis for OS, conducted after 741 deaths (median follow up of 49 morihs)
iraterone acetate with
o congared 1 e eaedwih o with predisons (Table 8 igure ) icy-ve
pecent of patiens on the abiraterone acetate armand 78% of patierss on the
beequentheepis o o o 0 n ertatc CRPC, b et v ed g
subsequent therapy in 13% of patients 0 the abiraterone acetate arm and 4% of patients on the placebo

Lo aioms Trestd i Eihar Abiesenns Retae ox P
ion with Prednisone

. Aiterone Acsite aft Drsnsans Tacebe v Predmsons
Overall Survival pri o

Deaths 354 (65%) 387 (71%)
Median survival (roms) (5% C1) 547 (27.368) 03 (207.333)
pvaluel 00033
Hazard ratio? 5% CI) 0510.70.055)

1 p-value is derived froma log-rank test stratified by ECOG performance status score (0 vs. 1)
2 Hazard Ratio is derived froma straified proportonal hazards model. Hazard ratio <1 favors.
abiraterone acetate with prednisone.

Figure 2: Kapl

0.

ot Mo o Randomizabon

oo 525 508 %3 453 422 204 60 330 200 273 76 208 22 10 1B B 18 0 O

38, 542553 500 460 o0 99 01 3 322 292 201 227 01 76 1 12 8% 2 o 1 0
——iacen

Atthepre-specited TS rlyss, 150 28%) pains et wihairaroneacetatewith redisone
and 251 (46%) patiens treated with placebo with predrisone had radiographic progression. A
significant difference in PPFS between treatment groups was observed (Table 9 and Figure 3).

[Toble 3 Radlographic Progeessiofree Survhal of Patients Trsated with Eber Abiraterone
i)

|Acetate or Placebo stion 02 (Intent.o- T
— . S iaasons e vl Placebo with
Radiographic Progression-free Prednisone Prednisone
vl (N=542)
Progressionor deall 251 (46%
526 (6.12,6.50]

Median tPFS (mmlhs! (95% CI
el

<0.0001
H:mdvalmZ (95% CIF” 0425 (0.347.0522]

NR=Not reached.

1 p-value is derived froma log-rank test stratified by ECOG performance status score (0 vs. 1).
azard Rt s derived foma saied ropordna bsards model izard o <1 fovrs

abiraterone acetate with pret

Figure 3: Kaplan Meier Curves of Radiographic Progression-free Survival in COU-AA-302

(Intent-to-Treat Analysis)

[

5
Bann 52 = H H

‘The primary efficacy analyses are supported by the following prospectively defined endpoins. The

‘median time to initiation of cytotoxic chemotherapy was 25.2 monehs for patients in the abiraterone
acetate armand 16.8 monihs for patients in the placebo arm (HR=0.380; 95% CI: [0.487, 0691, p <

“The median ime to opiate use for prostate cancer pain was not reached for patierss receivii
abiraterone acetate and was 23.7 months for patiens receiving placebo (HR=0.686; 95% CI: [0.566,
0.833],p=0.0001). The time to opiate use result was supported by a delay in patient reported pain
progression favoring the abiraterone acetate arm.

16 HOW SUPPLIED/STORAGE AND HANDLING

biraterone acetate 250 mg tablets, USP are white (© of -white, oval, biconvex uncoated tablets.
E..grma TSSO emore e, "ABO" ot b sbe, Animcsone s 250 mg ablets, USP are
available in high-density polyethylene botles of 120 and 360 tablets.

Botle of 120 tablets NDC Number 60505-4327-1
473

Botle of 360 ablets NDC Number 60505
Storage and Handling

Store at 20°C 10 25°C (68°F 1o 77°F); excursions permitted from 15°C o 30°C (59°F to 86°F) [see USP.
Controlled Room Temperature].

Keep outof reach of children.

Based on its mechanism of action, abiraterone acetate may hatma developing fetus. Women who are
pregrant or women who may be pregnant should not handle abiraterone acetate 250 mg uncoated tablets
o other abiraterone acetate tblets if broken, crushed, or damaged without protection, e.g., gloves [see
Use in Specific Populations (8.1)].

17 PATIENT COUNSELING INFORMATION



Advise the patient o read the FDA-approved patientlabeling (Patien Information)
Hypolalemia, Fluid Retersion, and Cardiovascular Adverse Reactions
acetate is associ; hypokalemia, and peripheral
edema that may lead to QT prolongation and Torsades de Poinies in patients who develop
hypokalemia while |akmg ahlralerom gcetate. Advisepatens it e blood pressure,serun
of oy,

Aivise ptens i adhere o ¢ and 10 of hypert y
or edema 1o their healthcare provider [see Warnings and Precautions (5.1).

Adsenocorical Imufficiency
*+ Informpatiens it ablnlrmne et with precisre s asociaed with drersl
Iinsufficiency to their

et pmwder Tsee Warnings and recestions (-]

Hepatoxicity
 Inform parients that abiraterone acetate is associated with severe hepatotoxicity. Inform patients that
their liver function will be monitored using blood tests. Advise patients to immediately report
symptoms of hepatotoxicity to their healthcare provider see Warnings and Precautions (5.3)]
Use in Combinarion with Radium Ra 223 Dichloride.
patiens that radium Ra 223 dichloride rality
fracture when used acetate plus Inf
patiens (0 speak with their healihcare provider about any other medications or treatment they are
currendy taking for prostate cancer [see Warnings and Precautions (5.4)).
Dosing and Admiisaion

with p
daily accomn‘; o e e pmvum s Am\mclml\s) o ot imerruptor stop either of
ulting their healthcare pros
© Inform patienss receiving GiRH therapy pie they need to p during the course of
treatment with abiraterone acelate
. take abiraterone acetate , at least one hour before or at
Ieast o hours after a meal. Ab ablets
nd iy Tesul nadvers reaetons I patens fo swallow tables wholt with wate andnot
0 crush or chew the ablets [see Dosage and Adminisiration (2.3)).
« Inform patients that f they miss a dose of abiraterone acetate tablets or prednisone, they should
{ake their normal dose the following day. If more than one daily dose is skipped, inform patients to
contact their healthcare provider [see Dosage and Adminisiration (2.3)

‘Enbryo-Fetal Tosicity
pregrarcy.

Advise males with female partoers of
estmentand for 3 wecls A he il dose of bitaerons ccinte ables [sce Use 1 Specic

acetate may fetws and can cause loss of

Populations (8.1)].
» Advie femmleswhoare pegtantor wonen who maybepregct ot o hane ahna!em\! ceme
250 mg uncoated blets or other abiraterone tablets if broken, crushed,

protection, e.g., gloves [see Use in Specific papurmmm (8.1 and How Supphzd/swmye o Handing
as)!.

Infertility
 Advise male patients that abiraterone acetate may impair fertilty [see Use in Specific Populations
@3
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‘What are Abiraterone Acetate Tablets?

Abiraterone acetate ablets thatis used alor

aceate tbles are used et e with prosae cacer hatha spead 0 oher pats o the bndv

Abiraterone acetate mblets are not for use in women,

Itis not known f abiraterone acetate blets are safe and effective in females or children.

Before you take Abiraterone Acetate Tablets, tell your healthcare provider about all of your

‘medical conditions, including if yo

have heart problems

have liver problems.

have a history of adrenal prablems

have a history of pituitary problems

are receiving any other reatment for prostate cancer

are pregnantor planto become pregnant. Abiraterone acetate ables can cause harmio your urborn

baby and loss of pregnancy (miscarriage). Females who are or may become pregnant should not

handle abiraterone acetate tablets uncoated tablets or other Abiraterone acetate tablets if broken,

crushed, or damaged without protection, such as gloves.

have a partner who is pregrant or may become pregnant.

Males who have female partners who are able to become pregnant should use effective birth control

(conraception) during treatment with abiraterone acetate ablets and for 3 weeks after the last dose

of abiraterone acetate tablets.

« are breastfeeding or planto breastfeed. It is not known if abiraterone acetate passes into your breast
milk

ellyour heahcare provider aboutallthe medicines you take or treatments you recei
including ‘medicines, ol Supplemens. Abirserone
acetate can interact with many other medicines.

‘You should not sart or stop any medicine before you talk with the healthcare provider that prescribed
abiraterone acetate tblets
medicines you take. Keep  list of them with you to show 1o your healthcare provider and

Dt you e e i

How should I take Abiraterone Acetate Tablets?

 Take abiraterone acetate tablets and prednisone exactly as your healtheare provider tells you,

© Take your prescribed dose of abiraterone acetate tablets 1 fme a day.

© Your healthcare provider may change your dose if needed.

Do mt change or stop taking your prescribed dose of abiraterone acetate ablets or predhisone
without talking with your healthcare provider first.

* Tale abiaetons aceaie ublets onan ey stomsch,aleost ons hour befe o at st two hours
after ameal. Do not take abiraterone acetate tablets with food. Taking abiraterone acetate fablets
it food may cause e of the medicn o be absorbedby e body hanis ncced an his may
cause side effect

« Swilow abiraturon aceate blets whole. Do ot crush or chew ablets.

© Take abiraterone acetate tblets with water.

© If you miss a dose of abiraterone acetate twblets or prednisone, take your prescribed dose the
following day. If you miss more than 1 dose, tell your healthcare provider right away.

 Your healthcare provider will do blood tests to check for side effects

B

‘Whatare the possible side effects of Abiraterone Acetate Tablets?
Abiraterone Acetate Tables may caus serioussdesfecsinchuding:

« High blood pr i), fuid
retention (ed
acetate tablets. Tm: canbe lfe tresening. et e e o e hdpp!mrli, you must
ake predisone o tells you. Your

mvmm.pmwdzmu do blor
and check for any signs and synpnoms of lid retenion every nnmhdunwg treament with
abiraterone acetate tablets

Tell your healthcare provider if you getany of the following symptons:

w dizziness « confusion
«» fastor irregular heartbeats + muscle weakness
«feel faintor lightheaded  + pain i your legs
+ headache « swelling in your legs or feet

. may happenif i or are under stress.

* Liverps - You est. provide:
will do blood tests to check your liver before reatment with abiraterone acetate tablets and during,
treament with abiraterone acetate tablets. Liver failure may occur, which can lead to death. Tell
your healthcare provider if you notice any of the following changes:

© yellowing of the skinor eyes.
© darkening of the urine
© severe nausea or vomiting

Increased risk of bone fracture and death when abiraterone aceate tablets and prednisone or
Drtdmsulnne is used a Tell your
healthcar you are taking for pr

‘The most commonside effects of abiraterone acetate include:

« feeling very tred « vomiting
Joinpain o fected s, s, or o
“highblood pressure - cough

« musea + headache

weling T your legs or e 9% red load cels aneria)

+low blood posassium  * high blood cholesterol and
levels wiglycerides

+ hot flushes « high blood sugar levels

« diarrhea certain other abrormal blood tests

Abiraterone acetate blets may cause fertlity problems in males, which may affect the ability to father
children. Talk to your healtheare provider if you have concerns about fertiity.

These are notall the possible side effects of abirateroe acetate.

Call y p advice sy rep o
FDA at 1-800-FDA-1088.

How should I store Abiraterone Acetate Tablets?

© Store abiraterone acetate tablets at room temperature between 68°F to 77°F (20°C o 25°C).

Keep Abiraterone Acetate Tablets and all medicines out of the reach of children.
General information about Abiraterone Acetate Tablets.

Medicnesare sometinespresribed forpurposes oer than hose lsted n Patent formation aflet.
Pot use abiraterone acetate tablets for a condition for which it was not prescribed. Do ot giv
Shraterone acewis ubles 6 oher people, evomif they have he same Syptons thatyou have. I may
harm ther

healthcare p o i acetate tables that
is writien for health professionals.

For more information contact Apotex Corp. at 1-800-706-5575.
‘What are the ingredients of Abiraterone Acetate Tablets?
Active inxrulkn abiraterone acetate

Inactive ingy olloidal silicon dioxide, crospovidone, lactose monohydrate, magnesium
steartn, andsudwmhmyv sulfate

This Patient Information has been approved by the U.S. Food and Drug Administration.
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